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• 7 J™ ii Tin natients (pts) with solid tumors. 
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FT 743 is a marine derived compound currently in phase II 
„S an v inSn (I) for 24 h , 3 ~*^£S$g. 
studv ots with advanced/resistant solid tumors recerved ET 
?^ L IniJa h I every 3 weeks. Thirty two pts (median age 
I 4 6 3 5 y W . 1. malertemale 14/17) have been tn-*Jl» 

f- j ,„ mnn mca/m 2 is the recommended dose of 
starting dose of 1000 mcg/m «s ^ beep 

ET-743 given as a 1 hi .The ™°« 9 1600 (6/17) , 

SSrS» ( SKV^S ttf- mammal touted 

ISi (MTD) .is 180 0 meg/ £ * giting* 

m rombccy.open« and ~ generally well 

toxicities. The 1650 mcg/m u " 3/13 ts and 

tolerated with G3-4 "J*»J«- ^. febrile 

"T'SSPwint nonSmuKive rises in serum 
ranSases™bserved in 9/13 pts a. 1650 mcg/m*. 

? h =,nr^ 

data confer. *f~" / »2 f^u^^M 

neivic RT had a complete remission, (8+cycies, ww w 
P e.iL a further 8 pts are ongoing at 1650 

m ? 4 ; ha » ihp T h I is an active, feasible out-patient 
indicate that the 3 n i is . . 

schedule for ET-743. The proposed phase II dose tor gooa 

risk pts is 1650 mcg/m . 



rtro effect of the tetrabydroisoquinoline alkaloid - Ecteinascidin -743 (ET- 
743) on chondrosarcoma cells. 

Homicek, Francis J, Weissbach, Lawrence; Nielsen, G. Petur; FonAen, Gertrude; 

David; « Chabne, Bruce A, Faircloth, Glynn T. 
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Tum ors of carnage co^rise Jhe most "—^^Si 
ooplasms of the skeleton. ^^.,23 Son therapy (XRT) and 
unpredictably. Treatment modaht.es bav ^ a "^ t ^ aticDts with 

chemotherapy but have ^^S^t^^^«^ 
dedifferentiated and mesencbyrMlCHSAs^ur y. d more effective 

SSI we El^f ^ ^ ^ " ^ 

total RNA from monolayer cultures 5*"^£xR T . % 0± "type D and 
specimens that have not been expression of the 

* e TV collagen mRNA ^^J^ta ^/eSation cartilage is found in 
r^e D collagen gene, a cla " 1Cal t ^"f B chondrocytic character. 
Z.a^^^^^i^^ alkaloid isolated from 
Ecteinascidm-743 (ET-74JJ, 8 re " ' . .JVj cytotoxic to various tumor 
^ marine ascidian Ecteinasc^a urbo*. ^gS^Ld for their sensitivity to 

c^^^J^^XSTJ^^^ < M *' available for 
this compound. Due to the lack ol en ^ At § concratratMW , 

CHSA, we tested the ^ ert ^.^l^™ ta and flow cytometry of the treated 
of 1 nM, ET-743 was cyto toxtc '"^^^L, fte cell cycle. There was a 
samples indicated an inhib»t,on of P»*»J«" ^J U *J ^ phase cells 

oose dependent toxic^jn OT *» edU " 

decreased correspondingly. JKse rcsui YV 

toxicity of ET-743 for cancer cells. tional treatment modalities are 

Except for surgery none of J* fw ^ or resp onseto 

successful "nmag m gpatienttw,4 CHSA. The^ £ m 

chemotherapy and ™™™Z^J£& mat ET-743 inhibits 

treatment for CHSA. 
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Mode faction f Ecteinasci.Un 743 (ET-743). 
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• i: M icnlattd from Ecteinascidia 
ET-743 is a t.trahydro.o^nohn -^^^ which is 

undergoing phase II trials El ific hydrogen bound 

a flirC c« ^J^^^SSJ^ drug and the minor 
donor-acceptor pairs between rf guemne 

groove. The minor groove alky ation el £ jaCJ , 
(Pommier et al., Biochem 35 13303 
( n9:5475 '97) bends 

comm.). thus causing a P^f^Licdlv reasonable, docs not 

cause DNA breaks or DNA f° l with topo gcnc I deletion 

not a topoisomerase I f^^S*^^ yea* demonstrating 
showed the same sensitivity to ET ^743 a* con y ^ ^ ^ ^ 

tha t topoisomerase I « n °!^^3 td^caUng that DNA repair is 
gene confers mgh S ens,tmtyto^J43^ g^ ^ 

crucial for the drug f r'irtax effect was observed. NER deficient 
Excision Repair ^J^f^o** alkylating drugs or 
cells which were ypersen* ^ » tfve to et.,43. cells which were 
cisplaun were 6-8 *ld to s « ^ 
deficient in DNA-dependcntFK or in /v Mismatch repair 

t0 ET-743 than control ^J^^JS^^ ** 
deficiency did not dadd.«I yet. the data 

precise mode of action of *™« JV£ mccbiuusni of interaction 
obtained so far indicate that _t has a unique 
|jvith DNA and DNA binding proteins. J 



of tr.-rip.io.*. b, d. .r.U-r.»pWc 
drugET-743. 
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Et743 is an alkaloid isolated from the tunicate Ectcinascidia 

turbinate . . , f - t DOten t anti-cancer 

currently under phase E fa *P 

activity, that was shown to bind DNA«M» P 

ccvalent adducts wi* some ^^^J^ of NP-Y. a 

743 selectively inhibits m r Llatory NF-YA 

uimcxic transcription actor Ur^ng the ^egul J ^ 

subunit. We assayed Et743 ^S^romoter which is dependent 
NIH3T3 lines with integrated H !F70 ' heat J^, 

even in the nucnoM range. ^ ^ 

The activity of the CCAAT-lcss a v«*v y Extracts of 

Seating that Et743 is not a ^ " 

compound is a promoter specific Uanscnphonal interfering agent. 
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Changes in gene ^^1^14^^^ "*« 
marine compounds Apuouv- 
cDNA microarrays- 

and Ties Cantos, Spain. 

A~~,*Ven 10 investigate whether and at 
The present study ^.^^^BT-W^ Aplidtaeiriih 
which extent two natural product uch 

. still poorly T*?^^^ with crucial role in 
in the expression of gen« sen oai j v tosis< 

signal transducuon. " U ^ concentrations and total 

j^tov-1 cells were «P os n ed . t0 f ^ hours of treatment For Aplidine, 
RNA was isolated after 0 6 and * I hourso tr ^ ^ 

total RNA was isolated from MOLT-4 ceils ai , 

after treatment. . . f . nrescnC e of 32p-ATP 

] H of total RNA was '^f'^^^'SSlLV reverse 
using a mixture of specific PJ^S^^Wtod 

transcriptase. Equal «^ tt f g2^ b SS^e«»cer) containing 
t0 cDNA expression arrays O on tech human , ^ 

588 human cDNAs. H^X^^cUons. Analysis was 
performed ^?°^^^E1 0 software (Clontech). 

SSSSfSSS an^^/c-f,, ETR-1. W-l 
topoisomcraseH cx.DNA.PK of session 

ST SM^Sl the relevance of these findings 
for the antitumor activity of toese drugs. 



*. Jll ^ MX PHARMACOLOGY 



Potent antitumor ,clivily rf ET-743 against human soft 
font sarcoma cell line*. 
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We examined the antitumor activity ^pgV 
m8 rine natural product, in human soft tawe sarcoma (STS) 

Ctoccr 68:514, 1996, 4 ncweeU Unes and iHT- 
drug in patients with STS. 
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743. 

investigations. alkylating N2 position of guanine. 

It binds DNA in the dim [^f^ ^.{43 interaction with 
to order to better ^' ^^ ^rent cellular systems 
DNA, its sensitivity was evaluateo J in pathways, 
characterized by defined ^J^^S^^ — 
Defects in mismatch repair and cispUt inum, did 

an increased resistance to »*hy ^ J 5 ^.743 

not affect the cytotoxic acuv.tr of J*™*™ uV-sensidve NER 

display* an ™r*^££^CBO cell lines, being 
(nucleotide excision repair) deficient m / cxcision rep air cross- 
light and six fold more ^^^^J, deficient 
complementing) and in ^J™^ J d % rcak (DSB) repair 
cell lines respectively. . ^'^ u uman glioblastoma cell lines 
pathway was also investigated «^?™ J c{icient in DNA- 
£*059K and M059J. respective tg^^J*^ t0 be more 
dependent protein^ kinase DNA^K). ET ^ ^ 

teleangectasia mutated) cells. undcr i v ; ng these effecU have 

unique mechanism of interaction with DNA. 



